Some people may prefer the current version on the grounds that it allows for a wider range of benefits. There is some merit to this in cases where trial participants contributed to a trial but did not benefit. For example, if neither the control nor experimental group receives a proven, effective medication during the trial, then provision of another health-related benefit could be appropriate. Arguably, nothing further is owed to participants who enter a clinical trial and are helped by a medication which they receive during the study but no longer need when their participation ends. However, they are still entitled to be informed about the outcome of the study.
The weakness of the revised guideline is that it does not guarantee provision of the beneficial method to participants who still need it after their participation in the study ends. In a clinical trial of a new treatment for HIV, for example, participants will still need the experimental product or the current therapy provided in the control arm, since HIV is a chronic disease and fatal if left untreated. This is especially problematic in resource-poor countries or communities where HIV therapy is not available to all who need it. Furthermore, it is not at all clear what "other appropriate care or benefits" might be, and how those would be determined.
To its credit, the WMA has been holding a series of conferences to gather a wide range of opinions as the Association embarks on the process of revising the DoH once again. The most recent conference was a satellite held in conjunction with the World Congress of the International Association of Bioethics in Rotterdam in June 2012 (the agenda for that meeting and copies of the presentations are on the WMA website)(3). Speakers were invited to present their views on a range of topics, including whether the DoH should be more "risk-based"; how to address the ongoing controversy over the use of placebo controls; whether an obligation exists to provide ancillary care to research participants; and what the requirements should be for informed consent in biobanking, among others. No decisions are taken at these consultations. The purpose is to open up discussion and provide arguments and positions for the WMA DoH workgroup, which is ultimately responsible for drafting the next version. A future conference is scheduled for early December 2012 in Cape Town, South Africa.
In introducing the Rotterdam conference, Dr Urban Wiesing, a member of the WMA DoH Scientific Board, issued a number of caveats (3a) . After describing the increasing length of the document from its inception in 1964 through the series of revisions up to the present, he presented a consensus of the working group on the following points: the character of the DoH is unique and should not be changed; the DoH must remain distinct from other guidelines; and the DoH should not become much longer. Dr Wiesing emphasised this last point a number of times. The prohibition on lengthening the document is problematic because it does not allow for elucidation of vague or ambiguous wording. In the example of Paragraph 33 discussed above, without further specification the determination of what constitutes "other appropriate care or benefits" is left wide open. Without the possibility of saying more, the distinction cannot be made between research participants who still need the intervention and those who do not.
of a new intervention must be tested against those of the best current proven intervention…" (paragraph 32). Those who seek to ensure that placebos will not be used in control groups in resource-poor countries when they could not ethically be used in industrialised countries interpret "the best current proven intervention" to mean "anywhere in the world." In contrast, those who contend that the design of clinical trials should reflect what is available to the population where the research is conducted interpret "the best current proven intervention" as "what is locally available" or "what is provided by the ministry of health in the country." It is clear that these are very different standards and without some guidance from the DoH, double standards may persist: one for countries in which the best current proven intervention is available outside a clinical trial, and another for countries in which it is not.
The WMA satellite conference in Rotterdam took place on one day only. The forthcoming meeting in Cape Town will be held over a three-day period. Short presentations are scheduled on the following topics: vulnerable groups, post-trial arrangements, biobanks, and ethics committees. A session devoted to "positions of the international organizations" includes proposed speakers from the World Health Organization (WHO), the European Medicines Agency (EMEA), the US National Institutes of Health (NIH) and Food and Drug Administration (FDA), the Council for International Organizations of Medical Sciences (CIOMS), the International Federation of Pharmaceutical Manufacturers and Associations (IFPMA), and several others. The only proposed speaker from a low or middle-income country is from the Medicines Control Council of South Africa. The inclusion of South Africa is understandable as the meeting is being held in that country. Nevertheless, the roster of organisations has a distinct imbalance in the absence of representatives from, for example, Brazil and India, countries in which a large amount of research is conducted and where increasing numbers of generic drugs are manufactured.
Regarding the most controversial paragraphs in the DoH (placebo controls and post-trial benefits), the positions of several of the organisations on this list are already well known. The US FDA has been among the strongest proponents of clinical trial designs with placebo controls. In studies in which a new medication is being tested and a current effective treatment exists, the EMEA prefers a placebo control in a third arm of the trial (4). When the controversy over using placebo controls in resource-poor countries first erupted in 1997, the then Director of the NIH, Harold Varmus, co-authored a paper in the New England Journal of Medicine(5)defending the placebo-controlled, mother-to-child HIV transmission study the NIH was sponsoring in developing countries. The IFPMA naturally supports the FDA position; it also bemoans the production of generic drugs by Brazil and India, which takes away market share from the big, profitable, pharmaceutical companies. The only international organisation that has positions on these two controversial areas that mirror the relevant DoH paragraphs is CIOMS. Historically, CIOMS intended to apply and expand the provisions of the DoH with specific reference to developing countries. This year CIOMS is embarking on revisions of its own 2002 ethics guidelines (6), and it is not known whether the organisation will attempt to continue to follow the DoH. What is clear, however, from Dr Urban Wiesing's presentation in Rotterdam (3a) , is the WMA consensus that "the DoH must remain distinct from other guidelines." He referred to these others as "competing" guidelines. In explicating this point, Dr Wiesing noted that all other documents on medical research are younger than the DoH, and longer. The apparent implications of this point are that the DoH should not adopt new guidelines or the wording of existing guidelines based on what is in the other documents.
It is understandable that the WMA wants its premier guidance document to retain its character. However, it is not at all clear why the DoH should not incorporate missing elements that exist in other guidelines. Interestingly, the revision in 2000 did just that. The 2000 revision of the Declaration contains a provision about benefit to the population that was not included in the earlier versions. Paragraph 19 stated: "Medical research is only justified if there is a reasonable likelihood that the populations in which the research is carried out stand to benefit from the results of the research." That point was made in an earlier version of the CIOMS ethical guidelines back in 1993. The 2008 revision of the DoH expands the point further and adds the same wording that appears in the 2002 CIOMS Guideline 10: "Medical research involving a disadvantaged or vulnerable population or community is only justified if the research is responsive to the health needs and priorities of this population or community and if there is a reasonable likelihood that this population or community stands to benefit from the results of the research" (Paragraph 17, italics added). This is known as the "responsiveness requirement," and is yet another point that has been a source of controversy. It does appear that in drafting the 2008 revision, the WMA saw fit to draw on one of the CIOMS guidelines in order to improve a similar point in the DoH. There is no good reason why it should not do so in the forthcoming revision if doing so would further improve the DoH.
I was invited to deliver a keynote address at the Rotterdam satellite conference. In my presentation (3b), I mentioned several points that are missing from the current DoH. Chief among these is a guideline that addresses women in biomedical research, including pregnant women. That appears to be a glaring omission, especially since until fairly recently women were routinely excluded from clinical trials. Even today, although the general picture has improved, pregnancy remains an exclusion criterion for virtually all biomedical research, and if women become pregnant during a trial in which they are enrolled they are immediately withdrawn. One paragraph in the 2008 revision could be interpreted to refer to women (among others) but there is no specific mention of any group. Paragraph 5 says: "Medical progress is based on research that ultimately must include studies involving human subjects. Populations that are under-represented in medical research should be provided appropriate access to participation in research."
Although it would add words and therefore increase the length of the DoH, the guideline should identify such under-represented populations, with explicit mention of women.
In 2008, the US FDA abandoned adherence to the Declaration of Helsinki for foreign studies (7) . But the rest of the world still looks to the DoH as the leading ethical guidance for research involving human beings. The WHO's ethics review committee is guided in its work by the DoH, in addition to the CIOMS international ethical guidelines. In my keynote address at the satellite conference, I noted that to continue to be timely and relevant, the Declaration of Helsinki should remain at the forefront of international ethical guidance for research involving human beings. In so doing, it can help to promote global justice in human subjects research.
